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«-b > - ^ t L T*ffl * y # y — A*««W 

So 
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I 



(2) 

im&m i ] mmtfiv >*>-meim*fr lt u #y- 
s»#hfc c 4:*w«i:-rs«aMi«i'j #y 

-Ac 

[ffltjR«2] U#V-AICI-'J7 (tKn*-^f 

«©*mmmw y#y- a. 

tc It * ismffiTfr-X 5 y T-fe 1 * ft « 2 IBStCD 

IHMM*y#y-A. 

i ~ 3 nfr-JM2«c<Dis«<£!fp y #y— 

[lt3jc<S5] ytfy-AJBIfc h UX (£ Kn*^f 
y #y-A 

[g§^«6] y^y-Aistciim^y y*-iaM 
l t$s^^ nrv ^ i: -r ^ ti*3S 5 {ciB«coi» 
•»»u#y— a. 

-Aitc^jnt^i. y ^y-At-s^T, y #y— 
ajs* «t t>* y > * —a as© ^-rn t jWRTkttft snt 
^scfc*wafc-rsswHiiittyj|«y-Ao 
cw^s 8 ] t»^« i ~ 7 ^fft*»-aEtto y #y 
-i±icmm*Mx Ltc y «i?y- aww „ 

[0001] 

0&t?fcfe©fe«ffl© K^>y y^y/Sy—: ^XfA^ 
»rffl©*fflfl§ • ffi^-fey->vyya-y,v: LTfUfflt?** 

ALft'J jKy-AHJWfcH-r 5 0 
[0 0 0 2] 

[&5fe©&ffi] fcHfiDBttf-yf^Wie (NN I) (Cct 

«W^*ffl^*5**£»*iB^2^S/X-rA (D 
DS : K77yf'JAiJ->xfA) J B* 
©i^gMlOt /f^ / n • fm*HMtt3i 
WBSTfes M&ffiWt LT rggffflfig/jNi/x^A • 

BJ§S{t*±££&31c#^&©3!;!&|5 • 5Et^(i^^ifx 
T*5*K «Hfi*»«*r«T?ifea«ttffilftDDS<!!)Blia^ 



1tP^ 2003-226638 
[0 0 0 3] E^p°p(Oife3S^(i, IBIfetf&^Offftffi 

tcj % r&g&ffi^j , r&g>S:B#|BJgW-j jMO&tyi: 
^oftttST»5. ^©fc&©TCSW&*ffli: LT©?& 

'J 7-t'fe5 'J ^y-A^£Egjnt^5„ 
cote^fc«6«HSifta<i*fefeHi*fcJ6f«:, y#y-A 

y^yyffi**K*S*aT</''S#. ^ 
$ (i^+53 v Tfe 0 3 3fe£ tfjRifr 6 n T ^ 3 0 

[0004] -u, mmmco^-^-o^uimmf 
stable mmmz—?7--< >^ftta^?.nT^5o 

i> 0 y#y— AMffi±(cy^jy K*r«r&;£-a\ 

«wii«oimfla)itffi±»c:^«E'r* is-t>7*-icmmmc 
mmz-&z<i£ic£^T. mmmc # — y r- -f > y # nj 
dfefcs-ss^ffi-pfeSo c©Aa&w*-yy-f yya-p 

e>n*„ cn£©?ts, wsgM-faMeKo 

So 

[0 0 0 5] Sfc, ^©#.ftt&S&ffl^(M$§iffi± 

taT#TV>§ (®Yamazaki. N. . Kojima, S. , Bovin, 
N.V. , Andre, S. , Gabius, S. and Gabius, H.-J. (200 
0) Adv. Drug Delivery Rev. 43, 225-244. ©Yamazak 
i, N. , Jigajni, Y. , Gabius, H.-J.. Kojima, S (2001) 
Trends in Glycoscience and Glycotechnology 13, 31 
9-329. http7/www. gak. co. jp/TIGG/71PDF/vamazaki. pd 
Do 

[0006] w-mmmc y K^pLft y a 



& £%mM-tZrztb<D D D S Mnt ll^< <9W2?#& 

Forssen, E. and Willis, M. (1998) Adv. Drug Delive 
ry Rev. 29. 249-271. ®Stt#flf • «BB*aS(1999\ 
BODDS • mVsmmi'X'rl*. 159-167H. 

tf, «tieO«limi(t£^ (in vitro) tCd:5&<D 

A©fflft«K£A,2itA/T*t'>>8:yv, (®DeFrees, S.A.. 

Phillips. L. , Guo. L. and Zalipsky. S. (1996) J. 
Am. Chem. Soc. 118, 6101-6104. ®Spevak, W. , Foxa 
11, C. , Charych, D. H. , Dasqupta, F. and Nagy, J.O. 

(1996) J. Med. Chem. 39, 1018-1020. (DStahn.R. , 
Schafer, H. , Kernchen, F. and Schreiber, J. (1998) 

Glycobiology 8,311-319. ©Yamazaki, N. , Jigami, 
Y. , Gabius. H. -J. , Koj ima, S (2001) Trends in Glyc 
oscience and Glycotechnology 13, 319-329. http://w 
ww. gak. co. jp/TIGG/71PDF/vamazaki. pdf) „ Lfctf^> 

y-L.\z-o^xcr>mmkn^^wm (in vivo) mm 

[0 0 0 7] 
[0 0 0 8] 

*§BSW#S«» y#V—Aaffi©teJM&SWi& 
iRjtt*^l»ic»JWT»#ac:i:fc:4n*» 'J^y-ASIfc 

©t*fe5o -r*t)-6*aw«, wto (D ~ (8) t 

(i) WJ y*-sei^Lt'j ^y-Aiic 

su yy y fofrsf xxmwmm. 3* -y y y ^ * mj- 
5y=M»u 6' ->7'jyi/7^ b+r = >=mmfrt>mtf 
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(2) Utfy-AHlCb 'JX (tKa+-/^^l/) 75 
y*2v£JS3-&-eLa6fc&0-e&3±ffi (l) tcE«© 

(3) y y^-iaa^t bitortz^y syg^^ 

:yrtui7/l/7~ yT'&3, ±E (l) Sfctt (2) tcig 

«©»a«wy#y-A 0 

(4) yy*-ga«jy»ikttftsnfcfe©-pjfe*± 

12 (l) ~ (3) v^-rnA^-tlBSKO«»Mi«iy#y~ 
A„ 

(5) y #y- ABitc h y x (tFn+^fw 7 

—A 

(6) y #y-Ajg{c8S»tfy >*-ssk^lt 
(g&«*nTir^«i«ii:ts, ±ih (5) icszffivmm 
®mv#v— A 0 

(7) wis^ yy*-geK*^rLT>j#y-Ait 
t^^nti^'j^y-AT'Sot, y#y— Adfc 

ttt&mt-rzmmmmv #y-A„ 

(8) ±ib (1) ~ (7) v^-rn^-icie^coy^v- 
Ataew*f*A Lfe y #y-A««i 0 

[0 0 0 9] 

§g(?H<r) u 4?y— a«, fg 1 ~fg 4 «fc ? ic, 

<au ^i~4 atcfci^TH:, wii-Mastf* y *y— 

Ate 1 oL-*^-a-LTI/^l/->«lClB®c*nTi/^*^ c 
n^E (HI 5 0£:#i6T) liiSST'Sot, H^lc 

a, *«- y > y #y-A«ffifc^a«s-g- 

■I'XXfEii (Gal. beta. l-4(Fuc. alpha. l-3)GlcNA 
cX ^2 0[C^5nSS/7y;Wl/-YXXffieg|t® (Neu5 
Ac. alpha. 2-3 Gal. beta. l-4(Fuc. alpha. l-3)GlcNAc) „ 

m3^{c^$n§3' -yyy;u^y b-y-sysisfi 

(Neu5Ac. alpha. 2-3 Gal. beta. l-4GlcNAc) , ts£.Z?m 

4mic7n-$t\&6' -yyy;i/^y h-y-$.>=mm (Neu5 

Ac. alpha. 2-6Gal. beta. l-4GlcNAc ) tfmfZH. 'Jy 

*-iestut(i, mz.tf. t hitojty;i/y=y (h 

SA) , <yistfR.mTlV7^s (B S A) ^COK^Olfiljf 

[0 0 10] *^<7)y^y-A^fig-r^flIKi:LT 
y*;Ux^y— y^ 7*X7 y^i/z/mm. iS> 

y* y * 5/ ksis fc « asgH^ * tc it 7 it x 7 r ^ ^ y 

U-fen— ;HH, nbxf D-;H|AW5.n, 7*X7 



y, •>*7f7D'i';l/7*77rf->*;i/3ij >mt>\ * 
Ac, 7*7.7r^">*;l/X^y-;l/7'5^!Si:LT{±. ->* 
5 1 JXh-i';l/7tX77fy;l/X^y-;l/7~X 

h^;i/7^X7 7f->';i/x^y-;i/7$x ^'xf 
7D^;l/7*X77f'>*;l/i^y-;l/75y^ 7* 
X77fv/"yiii: LTfi, ->'~ 'JXh-T;l/7*7>77 
^^^SE, ->*^;l/5 hl'^7 + X77f i^>S, isXT- 
7D-T;l/7tX77f->°yi, ^"-t^U # 

KG D la, ^yj^-i'KGT 1 bmt>\ « 

7$ K, h^/Wz^S K, 7^-X77fK, ^*n,t' 
~> K#AV 7tX77f^'J-bD-^ii; LTfi, 
~>*5 y x h-r;b7*X7r^-^l/^"U-trD— ;k *J>Vl> 
Sh'l , ;l'7*X77f-WJ-bn-;K i/*7f7n^ 
;I/7*X77fy;^'J'bn-;^!g : S Li,\, 
COO 1 1] #%fEfc:fc(^T^ffl-r£'>>#V-A{;i\ a 

[0 0 12] ij#y-AHW, JaSEPO^ffifcfie^SJfi 

[0013] mw&mMfc. i7xf^->- 3 > 

ft, 7Uyf7"UX& *t^-Y-lf— S/3>i£^*ffl 

WAfcf, y^-X^r^^un'j ni/X 
t^d— ;K 7*X77f->';l/i^7- ;l/75 >£S, 7* 

fe«7*x77f- ~>*;i/ y y -b o —jvm&ms&b t ? s 

[0 0 14] tOt>lf. 7^X77f-»x^y-;l/7 

<DT-fe§c fit, cntJ:<J;0t#en-5zg-a-5-b;l/<D|5fi 
$>±lcm&m<D2ffiM.m£ h UX (tKn+^f 
[0 0 15] U tfy-AOgfekttffctt, ^5f5^»©7J 

(WBH2 0 0 1 0-30 26 8 6^) ftffll^ili:*^ 
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ttf b-r s c t t>m k l i/ ^ 

[0 0 16] *ft^CD h ij X (k: KD^^y^b) 7 5 

»*l^ 0 0y*tf, *»wo*-5u:«a*y#y~A± 
hvx (tKn^->y^;i/) 7~yy^>«{g 

±Li*m9t%:oic< <wMi&mffi±<Dis?r> mm 

[0017] ^fc, *awic<tay#y-AfiRffl*{b 

T-y si?y-A«siHbLTfijffl-r*fc«>k:»* 

[0 0 18] h'JX (tKD + i/yfM 75/^^>' 

*m^x y sKy-Aaffi^^Tkttfb-rsjcfi, mars? 

5 'JXhY;l'7*X77f->";l/X^7-;l/7 = X 

F-i';!/7*X77f->";H^y-;l/7$y < ->*xf 
7" a-Ol^ * X7 r ^isjlJL* y—jlT 5 V^OflMK^r 
ffli^T, ^fttc <£ o#fey#y— Argute ifxx;i/7t 

7,^yx5f*;VX^7- K v/*X ^ S. =f)V^f)l & \s 
^i/x'^/l/X^?- K 3,3' -*J=J-*\Z XX;l/7tX 

x * ^ ?>\, x ^ ^— h , x g=- b v y u n — jv tr x 

X71/7 tX*->X = >? ->^— h ^(D 2 {BH^iJDX. 

TS/S^-^^CttCcfcO, y^y— A^±CDv>V^l/5 h 

-Y;i/y*x^7'^>'*;i/x.^y-;i/7 r 5>^t7)SIK{i:2{ffi 

di:tcj:9, y #y— A^ffijc h y X (tKn+^f 
[0 0 19] *58Wfc*5l/>Ttt, U#y— AfC, *6 

fc, »«*y>*-aaK*^-LTisds-frs*<, 

¥S<btT(i, U#V-A*» NaI0 4 , Pb 

(0 2 CCH 3 ) 4 , NaBi O 3 WOKftSijTfflS L 

t, y jj?y— AjRffifc#fi-rs^f>^y K**fb 

L, ^1/>T% N a B H 3 C N, N a B H 4 ^<DMM^m 

v^t, y yyj-seMi: y #v-L.mm±<Dfi>v>j * 

~>K^, iB7cW7 , 5y{tS^k:J:0IS^-e-So coy 
flajx.^, lfXX;l/7tX^y-Sf;^7- 

h, -yx^-yxi^i/Wu-h, ->'^^trxx^$/ 

— 5^;uyptf*^— ->*xy->x = f;l/^7- 
K 3,3'-»^-tfXX;l/7*X^^ - S^Vl/yatf^- 



C0020] ctizmftmcm^&t. u>*- 
lanotTor ^ y micmmm 2 ffi%mv>-t$i*ii£-& 

t5. LT* £«W*©iB7^iS*^'J3S';b:r5y 

[0 0 2 1] COi9tCLTf#P>n§»^-&>J 
SlST-SoT^S^aP^©2ffiSS^*S*S*^ffll/^T 

*->y^/W 7 = yy 2v£©*s£aE;£fTi/\ u#v 
-A«iB«»ktt<tr*c tic <fe o*f8w©u #y-A 

[0022] y Aast5«kt>*y taaoi 
y sKy-A*ffife«fetf u >*-se*affi*MB7j<tt<ts 

n§ c £ (cgH-r -5 1> © i:st?n5o 
[0023] *mmz$s^Tit, mm. y#y— a± 

J«*S«S©»7C5tsiB*, NH 4 HC0 3 . NH 2 C0 

h , 3, 3' -*Jtt tT XX;l/7 * X^->^ = f-Vl-y o tf 
k u>^y 3— ;utrxx * ->x ~ * -> 
K x^uv^y n— ^trxx^y^y.^x^ 
jixti/*- ymco 2 flBH3s*ffli/->T» y tfy-ASigi 
±{c^ u /c y ^x-m&nt , ±12^* y 3 5 y 

ft2tt;fc«HBfc*il8-&2-e, 0 l ~4 fc^ns «fc 

[0024] *&mc*s^Tte. &m-?zmmcoffim?t 

06—1 3lZ*S^T&. ffl 1 ~@4 iCTjkttlZJl'C 7>X 



&ffl 2003-226638 
4ffll©®^g5yd?y— i»(LX. SIX 3SLN, 6SLN)«, 

i/T v KM xxmmmmmmv cslx) 

Wfc'J>/<flS, JJF§S. fl?M{c. 3' -->zy;U7^ 
h -9- 5 #y- A (3SLN) {i#Vffl$L 

si. ifli^K, 6* ->7'j^7^ h-y-s >=mmninu 
#y-A(6SLN)«, w, jfii(f»cwrs}i(Ritt*^n^n 

[0 0 2 5] LfctfoT, #fgfE©y#V-AtC. j&Jg 

cticj:oT#6n*y#y— Aswja. #:yffll& 
[0026] vtfv-^m&mzmxtzia^ mm 

7 ~ >H©fliSS£:ffll^T y #V— A^fiJc-T £ C t lc <fc 
[0 0 2 7] 

[*SfifiRli] 'J#V-i»OWI 

•J #y— A{iBEIB<D¥}£ (Yaraazaki, N. , Kodama, M. a 
nd Gabius, H. -J. (1994) Methods Enzymol. 242. 56-6 

5) iccfcy. i»^i!3-/ntea«Ttt*fflt^T»is!Lfeo 

•fte*>%. •>'/W'b-i'y|/7*X77f->*;l'3'JX 3 
UXrn-;K ■>*-b^l/7*X7x-h > tf^yy*-/ 
KS.t>*->y^l' $f-l'/l'7tX7 7f'> f /l'X ^ y — 5 
>^r*;l/l:bT'^n^"n35 : 40 : 5 : 15 : 5cDfiJ-£©^ff-flg 
KS45. 6mglcn— h y >>A^r46. 9mg^Pt. 
a jfc/UA/y ^ y — /bJSJS3ml tc^ft? Lfc c C O^ffi^r 

nm*mc 0 m^tiitmKtmamtm (ph 8.4) 3m 

fco ^•t;imMB^:?M\om (Amicon Co. , USA) 

y-A (TJ^ttSlOOnm) 10ml^PSabfc o 
[0 0 2 8] 

[sy&tfij 2 ] y #v-i±mmmm±.<Dmfc.&ik*m 

l •eP^Lfcy#y-A^10ml^XM300)g (Ami 

con co. ,usa) tasmmmcpn 8.s)%m^ttf&tt-Mmic 

frtt®m<Dp]\%:8.5lcLrco ?S1SM^bis(sulfosu 
ccinimidyOsuberate (BS 3 ; Pierce Co. . USA) 10ml in 
25°CT2^KJ®}$L/co ^©m. 5!H:71C 

isfrx. 2 y ^ > i: BS3 i: ©{fc^gteK j£*^fg L 
fco ■€" LT, COy#y-A?S*XM300^i:CBSIiffi^(p 



(6) 

h &.5)T<mm&&icfri,frco &fc, cBsg©?£(pH 8.5)1 

m 1 IC jg*' 1 L t r i s (hydroxyme thy 1 ) am i nome thane 40mg^r 

y#y— AjftionifcinitT, 25 t CT2B$Rej8#t£ x 7"c-c 

-Hffli»bTy5l?y-AJH±©ffiJlfc|S*LfcBS3i:tri 
s (hydroxyraethy 1 )ami nomethane t (Dit^f&a Rft^^^ 
Lfco Cft&c<£9> Usl?y--Aii©flgJt$^/l/5 h-Ol/ 
7tX77f-»Xiiy- ;1/ T S V_h IC t r i s (hyd roxyme 
thy 1 ) am i nome t haneCDTk&fi^BEfii L T 7j<jfQl4f b £ n 

feo 

[0 0 2 9] 

[HSS0IJ3] u#y— AMiB±^Ok hjfii?«z;uy=> 

(HSA) 

Bt^^^ffi (Yamazaki, N. , Kodama, M. and Cab i us, 
H.-J. (1994) MethodsEnzymol. 242, 56-65) lz£9. 

#V— A^®±tC#«E-T5^fy^U *S/ F^lmlcDTAPS 
3g®f£(pH 8.4)fc«f^Lfc^^a3«>JI6tt^ h U >>A43 

ft, XM300^i:PBS^«r-g(pH 8. 0) TfEWatiSf ZCtlC 
<fc 0 mt f£ tltz V # y - A 1 Om 1 fc„ C © V # y - A 
20mg<7>k: hlfo^7;l/y5y(HSA)£:iP;LT25 ,, CT2 
B#K«IJ$L, ^CPBS(pH 8.0)(C2M NaBH 3 CN lOO/xl^ilP 

^.tktct— iftJtifLT y #y— A±©#yy y jj-s/ f 

i:HSAtO*-v yy >^SlST'HSA^^Lfco * LT, 
XM300JBI £ CBSSf «7&(pH 8. 5) TlBWaii* L HSA 

Ifi^u #y-A?siOii%»feo 

[0 0 3 0] 

[^fiafiaj 4 ] >j #y— h jflijffz^y s y 

(HSA) ±^N(D;l/^XXSH»IS<Di|i£-^ 
/by X XgEJiSKCalbiochem Co. , USA)50 \i g£:0. 25g<D 
NH 4 HC0 3 ^r^ LfcO. SnlzkiSfSteiniU 371CT*3BM» 
J$Lfcf£, 0. 45 /x raO y ;1/ £ — Tjti® L 
«©7 = y ffc£lS*faS l/T/K^X SEWS® y >J 
3«>/l/7'5yfb^»50/ig*1#fe- XK, (SHfifc#l3) 
Tf# y sl?y-AiK<D-»»lBl fc^MS3, 3" -di thi 
obls(sulfosuccinimidyl propionate (DTSSP; Pierce C 
o. .USA)lmg£flD*T25 t C-C ; 2B#[ig, Wt^TTCT*— WMW 
L, XM300JBIi:CBSSg«jf£(pH 8. 5)T?ffi*MtiflLTDTSSP 
ft #y-A±cDHSA{C^Lfc 'J #y— Al«l*»;fc. 
^{c. coy #y— A^{c±ffi©;i/yxxSHWgg<D?" 
y 3S/;i/7 5y{b^1ft50ftg*initT, 25°CT2B#fia}t# 

*<DWCT— Bfe88#L, XM300^i:PBS^'(Bffi(pH 

7. 2)T*ffi^jgaLT y #v-A«Hii«j*k hifaif z^y 
5y±<ODTSSPtc/UyxxSH8§^<9;i3^*Tofc 0 ^£ 
<£>*3JH. I^T^£ft3;l/yxxlSfggl£fc: r-jftijfy 

5 y t y *y-A ^ # sa-g- Ltc y #y-A (eg** : 

LX ) 2ml (ttlBKfi2ag. *£Sl3S200/i g* 
@100nm) t>m<bfttc 0 
[003 1] 
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(hsa) ±a«3 i/r y ;wi/y x x mmmm<D^ 

isT y X X §JE3Slig(Calbiochem Co. . USA)50 \l g 
£0. 25gONH 4 HC0 3 *^A> LfcO. 5ml Kin*. 37°C 
T3 B mm& Lfc'lk. 0. 45 n m(D 7 4 )V 2 — T*88iS Lit 
St©il7r5fc4f8<D7' ^ y fbSJS*^ LT i/T V ;WUy X 

x mm mm<D y* u =1 ^jit yft^so p g*#fc„ & 
(HfiSfi?ij3) -p»fcy#y— »»i«itc2B 

<SltS^3,3' -dithiobis(sulfosuccinimidyl propionate 
(DTSSP;Pierce Co. , USA)lmg*4nAT25'CT2«rlffl» M 
t/^T7°CT—Bft«^L. XM300)Si:CBSiSjS®(pH 8.5)7* 

ffi^ita ltdtsspa^ y #y— a±ohsa icng-SLfc y 
#y-Aimi^t#fco ^tc, cousHy— i±mi£±m<o 
->7 y ;wi/-< x x mwmmw u ^ yit^ttso 

Mg^*PX.T, 25 , CT'2^m^L, *®»71CT?— 96»l 
» U XM300Mi:PBS^«® (pH 7. 2)TPinjtji LT 'J Jj? 

y— A^s^-g-t hifiuiTyi/ys >±<DDTSsptc->y y 
;Wi/>rxxsra«aioJB-&*fTofe„ *4>ttJR. 02T 
n^yy y ;i/;i/-rxxSE3^iSi t: hjfiijf y;i/y ~ 
yt u*y— i»fc3WS*Lfcu*y— a (ms^: slx 

) 2ml (l£J9gKB2ingx l£S^B200/ig. ¥i£j^Sl00n 
m) JifSnft. 
[0 0 3 2] 

[HS60IJ6] 'J*V-AIffi^t hifiij«y;l/y5> 

(hsa) ±^03' -yy y ;i/y ^ h +1- = vEiloig^ 

3' -yy y;by^ h'+?-5yH«iii(Seikagakukogyou C 
0. . Japan)50 ^ g£:0. 25g©NH 4 HC0 3 ?:?g^ LtcO. 5ml?m 
mctux.. 37°CT3B!?9Jft#Lfd£. 0. 45nm<D7<{ 
- T»a L Tl»m<OS7c5f;4&i<D t- 5 y < tSlS*^tt L T 
3' ->7'j;l/7f h-9-5y=«SB©yy n<>;V7 = Mfc 
-&^50/zg^f#fc o (HS6CT3) Tif^y^y- 

A^CD— g|5^1mHC^<gK«3.3' -dithiobis(sulfosucc 
inimidyl propionate (DTSSP; Pierce Co. ,USA)lmg^ia 
^T25°CT2^P^ ffi^T7°CT*-mmWL, XM300JSI£:C 

Bs*g«?g(pH 8. 5)vmnmm ltdtssp^ y #y-A± 

OHSAfCtt^LfcUjJ?y-Al«l*»fc„ ^IC. CO«J# 

y-A?stc±s2<D3' ->7 y ^ h-y- 5 >E§i©y 
y r> yyi/Z S y^b^so ^ g^rip^. T. 25t T2Npffl»l$ 
L. *<D'&7X;T—mmnU XM300MiPBS^«^(pH 
7. 2)TBB^aiflLT V ^y-AJKffi^t: Kifa?Sy;l/y 

5 y±<DDTssptc3' -y y y ^ f -y 5 > =asso«i 
•^•^T-pfeo ^o^*, ni3T^?ns3' -yyy;uy 
^ h-y^y^t hifti}ty;i/y5yi;y#y-AtA^^ 

Lfc"J4?y-A mi*: 3 S LN ) 2ml (i^HMMffl2m 

g, mm&moofig, ^ftisioonm) tfmhnrc* 

[0 0 3 3] 

[*SI!«I7] 'J^V-ASi^t Fifii?ty;l/y5y 
(HSA) ±-NC06' -J/7'J*7* hV=.>E.mm<D1£'& 
6' -yy y;l/^^ h-y^ yH«l^(Seikagakukogyou C 
o. , Japan)50/i g^O. 25g<ONH 4 HC0 3 £Ti§fr LtcO. 5ml7k?g 
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fBfCira*. 37°CT'3BWAffl.ftLfc'&, 0. 45/xm?>y 

- ?mm LTmmomTttttitiD y$y <ts.i&*f&& l t 

6' -i/TVA??* h+r5 y=mmoW n->;l/7 5. 
^50/ig^#fc o ^fCs *Stt0!l3T?»fc'j3l*y-A}R 
<£>— glttrl m 1 IC 3&MMM3, 3' -d i thiobi s(su 1 fosucci ni ra 
idyl propionate (DTSSP; Pierce Co. , USA)lrag^:i!)P^.T 
25T2T'2Bm m^TTCT— m®.WL. XM300JH£CBSS1 
©&(pH 8.5)Tffi^2iiSLTDTSSP^'; #y-A_k£>HSA 

isfoT 5 >{t;^50 g^ip*. i\ 25T:T'2KS mmn U 

^0^7°CT'-Bft}ffi^L. XM300§i£PBSjg«7&(pH 7.2) 
T'llWi&®LTy#y-A$§»&t: hjfli?tZ;by=> 
±©DTSSP1C6' -i/TVtlr?* h-V-^>=m&k(Dm-&% 

U#y-A (BS*fc : 6 S L N ) 2ml 0i&ffltSff«2mg. *g 
MBA200 ii TOfS&lOOnm) t>m<bt\tc 0 
[0 0 3 4] 

[SUSSES] ytfy-AJlE^t: hifajfz^y-- > 

(HSA) © t r i s (hy d roxyme t hy 1 ) am i nome t hane CD &a-o 

itKK^i: lto'J #y-A*ns-ri>/c4t)tc. nmm 

3 U #V- Afflt©-«#lnl {C^i1SM^3. 3' -di t 

hiobis(sulfosuccinimidyl propionate (DTSSP; Pierce 

Co. , USA)lrag^:Apx.T25 < t;T'2B#P^ N t^T7°CT*— (ftlfi 
#U XM300Jl£CBS*f®?&(pH 8.5)"T?(BnjSiSLTDTSS 
Ptf'j sJ?y— A±<DHSAfc«^L;fc U 3j?V-AlBl«r» 
fco CtOU^y— Af&{Ctris(hydroxymethyl)ami 

norae thane (Wako Co. , Japan) 13mg^rirax.T, 25 < CT2Bf FeS 
JffiJ$U *OSfc7 , CT»-WaJ¥L, XM300MtPBS«Iffi?g 
(pH 7.2)TKfl.«fflLTy#y-A«ai£&fc MMrtT 
>±<£DTSSPfc:tris(hydroxymethyl)aminomethane 
©«S^*Sofco HST^^n^trisChydrox 
ymethyDaminomethanei: t: h stnr^T S. > t V #y— 
A£jW3^UfcJ£«^fcLT<oy#y-A (BS^: T 
R I S ) 2ml (^JiK«2mg, &5&B200/*g. T^Ufi 

gioonm) *n#e>n/c 0 

CO 0 3 5] 



(HSA) ±<9£i7j<14{fc;5/iJI 

mmm 4-7 te*v^TH«*nfc4tHi<o»a*«^ u 

fc'J stfy-Afco^T, ^ti^ngU^fcl^TO^IHlc.}; 
9 y#y-A±<DHSA seK«ffi«07j<S]14{k5aS%fTo 
7c„ 4ttOSMBIS^y*y— A2iltC, gij^tc, trisChy 
droxyraethyOaminomethane 13mg5rSP^.Tx 25 t C"c 5 2B$ 
IS. tOS7tTf-«»fl!Lft», XM300^i:PBS^ffi^ 
(pH 7.2)T?E*1-«iaL*EJ£1»*|S&SLT, a^H^T' 

**7j<!ftittftfflai*nfc4aa<D*«tti^y #y-A* 



L X, S L X, 3SLN, 6SLN) ^ 



§2ml^:f#fCo 
[0 0 3 6] 

BISfiWi 0] «a®aNMS&U#y-A4*&{tK:j:« 

*i6SfiRj 4 ~ 7 *5ck a'^ss^j 9 T-psa l fc 4 ao^ta^ 
y ^ y - A^-&^£D invi troT-co 1^ ^ ^ y iisg-a-S'tttt, 

^j£(Yamazaki,N, (1999) Drug Delivery System, 14, 4 

fcBMMa*T?i»£Lfc 0 -r&fc>"5. U^XE-selecti 
n; R&D Systems Co. , USA)*96^i' ^U- McH 

kt?&« tf jJ-^yffcLfcy ny;Wby ifa-oo. i Mg 
t^uc, »fi©Rfcssa<0jHHe-&y#y-Ai8-& 

& (USHili: LT. 0.01/ig, 0.04 jig* 0. ll//g, 0.3 
3|ig, 1/xg) ^rjjp*., 4°C-c , 2BfP^y^3.^— h Lfco 
PBS(pH 7.2)t?30^Lfd^ horseradish peroxidase 
(HRPO)^X h b 7 tfy*y*8sijP U £ 6>lC41CT*l 
^rai'y^i^— K PBS(pH 7.2)T3leI?7lc^L, ^)l>* 
tfSS^^PLT^iST^g, 405nmcO®7teJa 
h 'J—^— (Molecular Devices Cor 

p. . usa)t-S!5£ Lfco y n ->;wty x y© tr^-^ 

>ft(i. sulfo-NHS-biotin reagent (Pierce Co. ,USA)Sa 

Centricon-30(Amicon Co. , USA) IC J: OWS L/£ 0 
HRPO^^-X hbyh71fyvtt, mPOOmi 1 1 NaBH 3 CN 
^rfflt^c®7t:7'5 Sitm IC J; h 1^7" VT\Z'Jz/<Di& 
^iCcfc OP^LfCc C©M^ia**« 1 ICtkTo 
Kl] 







)* <a^) 


0.01 fi g 


0.04/x s 


0.11 U 8 


0.33 a g 


1 V g 


LX 


0.199 


a 195 


0.195 


0.195 


0.129 


sue 


0.105 


0.100 


0.100 


0.084 


0.073 


3SLK 


0.175 


0.158 


0.144 


0.131 


0.095 


6SLN 


0.256 


0 245 


0.233 


0.200 


0.151 



[0 0 3 7] 

l^Mmi 1] ^0 7 5>Tiilc<t:^ 
y-A®i25i@^| 

^a^5>T (Wako Pure Chemical Co., Japan) ?§f&M 
tftC-®Bil^y h y t> Lffimit^tX? n3mg/ml MQ*1C5 
mg/ml £&S<fc-9fCffl«IliI!ILTffl</>7c„ (HfiSff!l 



ic j: o mm l ^4ao»«isB- u 

# y — AMt/lctris (hyd roxyme t hy 1 ) am i nome t haneSS a" 

y #y — a t %5Q \l l -f •ogij* (cx7^ >^ — zric A 

tl, ^tl/^T 12 5I-NaI (NEN Life Science Product, Inc. U 
SA) 3rl5/ik ^a^5>T^^rl0/xl JaARJSS-e: 
fc 0 5 ^cTillci'o^^yTrgjSlOMl^P^. COSft 
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£2 l§II8DigLfcf£l5 ^SJciSTEMfc LT~S«ffl|^ 
hU-^AlOO/il inx., SJS^ff±?H±fco Sepha 
dex C-50 (Phramacia Biotech. Sweden) iJ7A^D7h 

±ic*&, pbs -cism, wm&izmwLfto # 

«»-'J*V-Aa[-&ft:*iSSPbTitStt (4 x IOC Bq/ 
mg protein) SMSLT SMQ^iHRU #V— Att 

CO 0 3 8] 

CUSSM] 2] *«0«H»&y#V-A»&tt©ffi« 
T •> * T©ftffl«'\©#*&S©»J^ 
Ehrlich ascites tumor (EAT) $fflSS G&2X107 IS) * 

MitddY (7 iiss) *H»&feTfc»*u mm.®. 

m. 3-0. 6glc«W (6-8 H») Lfcfc^J&fcfBRfcffl^ 

fee ccDa^v^xtc (Hfig^iji i) tcao^wmi, 

fc4aOii?t8Mtf&ctris(hydroxymethyl)aminomethane£j 
a U #y—A*£tta 2ml £gfiR»i: LT3/t g/— E© 
»J^£fc3<fcdK:^ilMt<:aAi9:#U 60 #&icffi« 

(Aloka ARC 300) Tjffl^Lfco £43. &JiI*SK<D 

©H8*«H6~Hl 3 tc^To 
CO 0 3 9] 

C»WOJ»*] ±15&;fiWS!ll 3{c^Lfc<fc?tc, 
x§u3iiikt r-jfintzyi/^y (y>jb-) ty#y 
— A&tfftteUt U #V— A, 5/7 U /WI/W^XSjEHf 
Itk hlfoilf 7 OJ>#-) £V#V-2±ttf 

tt^Lfc'Jtfv— A» 3' ->7ij;b7^ MJ-5y=«jR 
£fc hj&jfz^ysy (')>*-) £Utfy— A£tft$ 
*Lfey#v— A, 6' ->7Uii/7i-ht$>£gii: 
thjfii!l7;i/7=y ("jy*-) k y#v— A&tftSd 

Lft'J#y-AtffflL. V^Xf<D#W'\(D#F*3 
Srf'Jffl-f § CtUoT, ^fgKD^telcts^T U #y— 



46k-r§BWiffim Ofii*, BFSS. JRRs fflu US, JSSffi 
D S ttnictt**? S C t #T* # S C k 6 k % o 
t>T8S46T^ffl^, «WJtfiJtt«r*JWL»Sy#y-A 
C0®toffi#*i«^] 

cmi] tt;i/-rxxs!3iiii**t^Lfcy*y— ao* 

Cm 2 ] 'J ;W^XXS!E3»««:»-& Lfc U #y- 
C03] t43' -f7'J*5* htfSVHWRiMS^Lfc 

y #y-Ao«s:HTaB*. 
y spy-Aofiiicia-pfeSo 

CHI 5] ititmUnt LT<Dtris(hydroxymethyl)amino 
■ethane«r«i#Lfc 'J #y— A©«iCHT*So 
C06] ii5lO'J>f y-Al^©Mrtfi#6 0» 

cm 8] (4 5aoy#y-Aa-&f*©»flRrta#6o» 

Cm93 «5«0'J#y-A«-&f*©#fllSF«3©^6 0» 

CHi o] «5«©y#y-A«^<*©»i&rtJ8^6o 
cm i i ] t4'5a©y#y-A«-&«:©»J!Rrtia#6 o 
cmi 2] tt5aoy*y-A«^f*©»§sirts^6 o 
cmi 3] «5a©»js}«y-Aa-&tt:o»sRrta#6 o 



cm 3] 
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HO 



[0 2] 




HO 



[0 5] 




[H 5 J JtRS>W-4 LtO tris(hydioxyraelhyl)aminomethane Ufc y JK V — A<D^SCCa 
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